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VERIFICATION OF TRANSLATION 



I, Takayoshi Hirose residing at Takahashi Bldg, Rita-sangokan, 13-3, 
Nishitenma 5-chome, Kita-ku, Osaka-shi, Osaka 530-0047 Japan, hereby 
dedare that: 

1. 1 read and understand the Japanese and Enghsh languages. 

2. I translated the International appHcation PCT/JP98/05470 from Japanese 
into English. 

3. The annexed document is, to the best of my knowledge and belief, an 
accurate translation of the International application PCT/JP98/05470. 



This 29th day of May, 2000 
Osaka, Japan 




Takayoshi Hirose 
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mmm 



[if^^i] s^^mMmmmmm^ (hgf) timm^^ti^x^mi.. 

[0 0 0 1] 

:^^mit. mmmmmmmm^ (hgf) ^mmm^tii.x^^v. ^^mm^ 

[0 0 0 2] 

s^mMmmmmm^ (hgf) itmms^mmzMt^mjj^jtmmi&mm^tih 

T^BStl, ^(DM^'f-i^ U--y^-^r£^nr^^y.f'^n'V^^ (Biochem Biop 
hys Res Commun, 122, 1450 (1984), Proc. Natl. Acad. Sci, USA, 83, 6489, ( 
1986), FEES Letter, 22, 311 (1987), Nature, 342, 440 (1989), Proc. Natl. 
Acad. Sci, USA, 87, 3200 (1990)) „ -eOD^Off^lC J; , HGFttin vivo 

^<D^V hJCfeV%TJ^^W®HGFmRN A:«)^±#L, -^^^rSIH G F?Sf£® Ji 
#*^0Zlofei:V^^^'^ (J. Biol. Chem. , 266, 22781 (1991)) , W&lk^ y 
hlCfeVATHGFmRN A;&^^^$tl, ^®^H G F^S'I4©±#*'5® r o il 
Z>m^ (American Journal of Physiology, 265, 61 (1993)) , ^itWSffi^M 

*^®Z:ofc^VNe>^^ (Nephron 73 , 735 (1996)) ;feif*^:&$tl, '^mWt)^^<D 

i: T H G F y{)^|63^, !^|g bTVNSi:#^e>nsJ:^fc«;ofco 
[0 0 0 3] 
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;i/c*f LT H G F L fc^n, v>-rti® i^w^7^;i/jc J3 v^T ^jt^p^m^m 

(Blood urea nitrogen;JS^^ BUN^:V^e)) -^Jfiltf l/T^->^ if ®W^|g|^« 

T^^f^MS:^•r'&:li:*'roe>*^i:^;oTV^^ (American Journal of Physiolo 
gy, 266, 129 (1994), Proc. Natl. Acad. Sci. USA, 91, 4357 (1994)) „ 
[0 0 0 4] 

TV^S (B:^^B=E7'}V^^mm Vol.l3,113,M®28 (1997)) „ 
Je*_t^Z)<fc■5^CS>5r®^ft^^^7=';I/$:fflV^;fe:HGF®^^^M^CJ: ^j&^^± 
V^^i^g^4'g^^i: V^o feWj^BlC^-rS H G F ®;t^tt*^^ e>*^lC $ tlT VN 

So b}^>^L=R#:6U^HGF®ig-^^^sv^«^-^4^^c•c5V^Ttt, Tk-^mmn^^ia, 

[0 0 0 5] 

(CYTOKINE, 8, 387 (1996), Proc. Natl. Acad. Sci. USA, 91, 4357 (1 
994)) , fe€>V\li#Mp^^®#[lIie^CDM (J. American Society of Nephrolog 
y, 1835, ?I®A2944 (1996), H^JcWfil^^iS vol .39,260,^1^0-302) ) tj^iffi^ 

^e)tiTv^So mt&m^B=iy')]yizMvxHGF^mmmznmmizn 

[0 0 0 6] 

mmiim^ L^z>t.-t^ mm] 
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[0 0 0 7] 

[^S ^ S ® 

Mn-ox^tc-o m^BizM-t^HGF(Dn-^mtLx. mmiH^^-^^^^^Bcx:^ 

^mtwm^*m^i^x\,^^<DizMv. mmpiwm^^it. d wmm¥<D^^ 
X':fy-=r-ui)mi^xh^o. 2) il=.a.-lyi^f^itmmmnm^^mmm^o:fy- 
[0 0 0 8] 

[0 0 0 9] 
$ ti S i: V ^ -5 % ^ t- S o 
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[0 0 10] 
[0011] 

gE^CrPK$4^TV^Si^a (m^it. MWmCode No.HGF-lOl^) ^^MbTt><fc 

m^^mh. ^m±m^*-'^i^m. nmLxmHGF^m^:iiif}^X'^^o $>^> 

m^il-t^m^^'ilGF-km^Z.iltf^X^^ mX.\t Nature, 342, 440 (1989) 
, #gg¥5-111383#^#, Biochem. Biophys. Res. Commun. 163, 967 (1989) 

[0 0 12] 

BSfey^l~*!j5 0 0 /Ei g®^H, if * L< tt*!jl 0 g(Z)^a*^e>S 

3tlS:3 0^*^e> 2 4^|S, if * b < « 3 0 e> 3 ^Kd^J^t 
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[0 0 13] 
[0 0 14] 

[0 0 15] 
[^JfeM] 

je^T. mmmizj:i)^^m^M.i^mzmm-t^f}K :^nmitz.n^(Dmmmiz 

[0 0 16] 

mmmi 
1 ) 

1 8:00-20:00* T'®Mra> S fiS:^, S 6l)C*C?)^#T'^f»®W S.SjSi^ 

rj:\,M^8mmxmmz^Lr:io 

2) v-^x^o^Mf^i^^ig^ 

^M^^yiloT^O „ vi7^§::^>:/^-;i.;gi;s(i00mg/kg, s.c.)L,. 37X3 
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[0 0 17] 

3) ^»^©^^®«|f?f 

3.-;i/(^«tllS:S 1 tC5t-^o 
8iii&®iH4BALB/cv^7^ S:lg^8ET'4^lC4>t"t. ^^iCHgClgSrS.Smg/kgT'W 

L/ c lllf^ i: ICliHgC 1 2^ IC > ^ ^ - ;i/ 1 OOmg/kgT* WSP^ T 
^^htz.. HgClg^-^^O.S, 6, 12, 24, 36^KIC, Hlff ^iflSg^lClivehicle?: 
, ^2S¥i:||4g^lCl±HGFS:^tl-rtlig#Lfco HGFttSOO/ttg/kg/shotfc L:feo 48^ 

ra^^c^g^*^^$gJfilb, jfii^^iibTM^^^ (BUN) mt^ur^:^>A^m 

mXWQVi&.yCDM^'T^^nW^. vehiclettO.01% Tween80, 0.3M NaCl$:-^t; 
10inM^^a:>^A-;:7T- (pH6.0) 5=^- CD^ff^tSttTukey* s tes 

[0 0 18] 

4) #iIlifl^#i^©-^lCj:S^^®?!iig 
lS#:^>5ri;3.-;i/0milS:03 tc:^-rc 

m^(DmmkL^/c'7r?:^-km\(imV2m\iZm~i. :^S^K:HgCl2«:8.5mg/kgT'W 
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Lfeo S Iff IC vehicle, ||2i^lCttHGF§:, ^tl^tlttfia 2 ) ©fi^tf^?:^ V>T# 
Ml^#^S-^b:t„ HgCl2iS-^ti:BUlCV';7X$::^^>>^^-;i/^fl5^(100mg/kg, s.c. 

00/ig/kg/dayi: L, 200yttg/kg/hrT5^ra®#^4^#5:tTo fco 48^^lC^^*^ 

Mm^mi^rmmmm (bun) »i:^ur^->*^iRi^bfe 

04 IC^S^^^^^t-c BUN, l/T5=-->^t)lCHGF®#l!li^p^i#^4S#CJ: y 
[0 0 19] 

mmm2 

HGF(Dmm^^M1S.-^<D^ti (2) 
1 ) 

MBBkLB/c^^y^ iemm ^SLCckUPAL/, ?aS23±2*C, MS55±10%, 8: 
00-20:00^ ^SS:^, S fi|)C^<D^#T'^#MW b, e.SMi^T'^l^ 

[0 0 2 0] 

2) HGFCJD^#*^£^'ft:(^)i**(l) 

llifeMl-4) lCT200Mg/kg/hr®^-^5i^"e5^^HGF^^-§^bT, Jt^-liS: 
St^bfeCDT', ?^lCHGF®|g-^MM 5:200 /tig/kg/h^:^>^e>60^tig/kg/h^^C^e> bT5 

SttBALB/cV'i7;^.(6.5i@)^lS¥lOET-3fflC:$)-l-t, :^ > -;KlOOmg/kg s.c 
.)X'mWL. ■r<?lC^^lCHgCl2S:8.5mg/kgT'WBP.STiS^bfc. r<D^^5:0^ 
Kilbfeo ^7^:, -12^^7b^e>l2^^*T\ $6:^ • $S7K^eS:ffofec Hlfflctt 
vehicle^:, 02S¥IC»HGF$:6O Ag/kg/hr(300 Atg/kg/day)-e, ^3|¥lCliHGF 5:200 
fi g/kg/hr (1000 /t g/kg/day) T% 0 . S^^jb^ 5 .5^^ ^ 7?#MP^ b 
. 48^raiC^^3()^e>SIJfllb, ifll^t^^bTjR^^^ (BUN) »i:^PT^->» 
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^'^SCnonparametric test)7?ff -o ;to 

^115:06 ICa^-Tc ^14i3> h □ -;i/T'feS200 Ag/kg/hr(1000/tg/kg/day) J: 
»Jli^^^ijA^S§t>€>tj©®. 60/tg/kg/hr (300^g/kg/day) -et;^l/T5^ — > 

[0 0 2 1] 

3) EGF<Dn^Ai&m<t0m.^ (2) 
logB2) ®5^K®^^|g#©^t>, ^^®3^^$:iffoT0.5^K;5)Ne><Z)2^^ 

il'aBALB/cvt;::?.(6.5ji)$:1^10ET'3|¥lC:J)-i-j-, :^ -;i/(100mg/kg s.c 

•r<?(C, ^S^fCHgClg^S.Smg/kg-eWaJ^Tig-^Lfeo ZL<Ot^^0 

livehicleS:, f|2ff{C}iHGF5:60/tg/kg/hr(120yttg/kg/day)"r, ||3e^lCliHGFS:2 
00 /i g/kg/hr (400 /t g/kg/day) T% 0.5^^*^eJ2.5^^^T' #M f^if^ig-^^ L „ 

48^K{c±^A^e)^jfiib, jfii^t^^itLTM^^^ (BUN) mn^ ur^-ym^ 

^ff^SliBartlett®^^"e#:e-t!i:'[4:;()^^?^$tlfc®'e, >^ h V 

[0 0 2 2] 

mmi^iB/c^^i^iimiomx^^miz-^i-^, ^mizEeci^^a.sms/kgX'n^&r 

n^htco Z.<Dt^^0^^t.ht^. t.t=.. -12^K*^^12^ra*T*, m^'mii<< 

ll2g^A>^^5g^lCtt, 0.5^K©J5JiJCHGF$:^tl-ftll00, 300, 1000, 3000 jtt 
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g/kg-es^Mf^^-^b^ ^smmiz^mtf'^usth. skm^^MvxBim^m (bun 

^^5:01 OlCat-to ^ l/T^->T'^Si:, 1000 yet g/kg/dayJi^±CD^#«T' 
e>tlfe*^. 300/tg/kg/dayT'li^^Ml«I*^^«?5 ?> tl}tlC il if * 
tj, 100/ig/kg/dayT'li^^tt^&e>ti:&*^o:feo -?-tlJCMl,> 
T'li300Atg/kg/dayT'^S^t5Jc#;b^^«)e>tL (trf«S2) , *fcl20/ig/kg/dayT'*, 

H^fcWIie^^liS vol.39,26O,SI0O-3O2) o m^rEGF(DBmP^W^1^-^\t. #111 

o 

[0 0 2 3] 

mmms 

HGF (Dmm\^^Mi^^(D^ti (3) 

1 ) 

tlttBALB/cv^7>^$:6Mi^T'SLCJ;yjgAb, ?a;S23±2'C, M^SS+lOl 8:00 

~2o:oo*T'®M> ^mnM^^X'^mm'WL. mm^^.htco 

[0 0 2 4] 

2) HGF©^-^*<£^^I:®^* 
tulBHSfe'^'!! 2 - 2 ) lCfeVxT300/*g/kg/day^T'^#*S:<S^T^fc:«)n20/ig/ 

kg/dayT'li3Jc#Mf^*^a^$nfelC0^ ;tS^^#JC liMo T V^^C*^o fee 

Z: <Z) i$ If r^(3D^#4® 180 fi g/kg/dayJC T S: o □ ig-^^ a. - 

;i/©ft!£llS:01 1 ICa^fo 

mmkLB/c^^7.i6.m)^imionx3miZ'^n. :^>^^-;i/(ioomg/kg s.c 

.)T'I^®6L, ^(Z)g[=^lC, ^^lCHgCl2$:9iiig/kg"eWgP^T«#Lfcc ZlOt^ 

$:o^^iiufeo ^fc, -l2^^s*^e>24^ra*l?^ mik - myi^^u^^-Df^^ m 
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g^lClivehicleS:. ||2|¥lC«HGF$:60AgAg/h(180i[tg/kg/day)T% l|3^ (^1$ 
ZjyhU-JV) lClj:HGF$:200;itg/kg/h(600Ag/kg/day)-e. 0.5^^*^5)3.5^^ 

2lC^1-o HGF180/tg/kg/dayig#gflivehicle^^fflC*rLT, 

<3D600 /t g/kg/day h ISCf o fco 

[0 0 2 5] 
1 

^S:^i^>!Kl OOmlPplCHGFlmg, "T^nh-;!/! g 5: tK^K V V 

S80 1 omg^^timm^mmmizmmv. imi-ro/t>rT;i/ic:9'aufe 

[0 0 2 6] 

0. 0 2MU (0. 1 5M N a C 1 ^^Uf 0. 0 1 %;J< U V 

N80-^^t. pH7. 4) 1 0 0 m 1 cfilCHGF 1 mg&tKt: hJfil^r;!/::^^ > 

[0 0 2 7] 

[^^©^*] 
[01] 

1 0 10-3102091 
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[S2] 

[03] 

msit. mmm 1-4) (D^^:;^^t^=L'-;v(Dn^^m-tmX':&^o 
[04] 

04 li, HgCl2^#^0.5^r^~5.5^|^®^, H G F200ittg/kg/hr. (1000/tg/k 
[05] 

_.[06] _ _ . . . . . 

melt. HgClgS-^^O. 5^1^—5. 5NfK®^, HGF60itig/kg/hr (300/tg/kg/ 
day) , 28LtJfHGF200*tg/kg/hr (lOOOAtg/kg/day) L fc^^ 

izit^-t^^^^mTo 
[0 7] 

milt. mMm2-3) (Dn^y.^vn.-jv(Dn^^^-tmx^^o 

[0 8] 

0 8«, HgCl2©^^0.5^r^~2,5^ra®im, H G F60>tig/kg/hr (120/tg/kg/ 
day) , ;5:tJfHGF200/ig/kg/hr (400 g/kg/day) ^#^1^^^^^^ Lfe^cfr:^^ 

[09] 

0 9li, ||]66^?!l2-4) ©ig^x>^r^'n-;i/®|^il$:3^i-0T'$>-5c 
[010] 

01 Olt. HgClg^-^^O.a^^OJ^tJCHGFSr^tl^tllOO/tg/kg (2|¥) , 30 
O/Ag/kg (3^) , 1000/ig/kg (4|¥) , 3000/ig/kg (5|¥) T'0fli^|:^#iaig# Lfe 

1 1 10-3102091 
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[SI 1] 
mi 2] 

0i2ii, Egci^n-^^o.smm-s.bmm^m. Hopeoiag/kg/hr (isoAg/k 

g/day) . :g.yfHGF200Ag/kg/hr (600 /tg/kg/day) ^mM}^nmn¥Vr=.^^ 



1 2 
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mm^^ mm 
1] 



mi^ o 
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1 
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^zm o 
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-iz i[f(f 
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4 zvehicle 


4 :HSF 





[02] 



200- 



150 



:5 

CO 

E, 
2 

m 



100- 



48hr 
(n=8} 



Mi 

vehicle HGF vehide HGF 



J L 



J 



B 2.0 




vehide HGF vehide HGF 
I ^ I I 1 



Mea±SD, *: P<0.05, **:P<0.01, NS: not significant (Tul<ey's test) 
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[03] 



-12 



0 ^ 5.5 



12 



48 (hr) 




HGF/vehide 



1 



[04] 



A 200 




vehicle 



HGF 

Mean±SD, 



B 2.0 



5 

at 
E 

A 
11 
*K 
K 



1.5- 



1.0- 



0.5- 



0.0 ■ 



48hr 
(n=8) 




vehicle 
P<0.01 (t-test) 



HGF 



2 
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[05] 



-12 



Hgci2 mmm^ 

i 0.5 

0 y 5. 5 



12 



t 



HGF/vehicle 



48 <hr) 



I 



[06] 



(A) 1.5 




(B) 100 



vehicle HGF300 HGF1000 
1 I 




vehicle HGF300 HGF1000 



$ 



(//g/kg/day) (;<g/kg/day) 
Mean±SD {n=1 0, $:n=7), *: P<0.05 **: P<0.01 by nonparametric test 



3 
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[07] 



-12 



Hgci2 mmm.^ 

I 0.5 
0/2.5 



12 



ma] 



f 



HGF/vehicle 



1h 



48 (hr) 



1 



MM 



(A) 2.0 




vehide HGF120 HGF400 
I _l 




vehide HGF120 HGF400 
! I 



(A<g/kg/day) 



Mean±SD (n=10) 



(/^g/kg/day). 
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HgCI 2 



-12 



♦ 0.5 



12 



48 Chr) 



1 



H6F/vehicle 



[01 0] 



(A) 1-0 



0.8- 



£ 0.6- 
A 
I] 




(B) 100 



CD 



m 




1^ 2P 3^ 4P Iff 2m m 4m 5% 

Mean±SD (n=8). **: P<0.01 by Dunnett's test 
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Hgci 2 (s^mm.^) 
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-12 



I, 

0 / 3. 5 



24 48 Oir) 
jy— ^ 



f 



Infusion 

(HGF ^fclivehicle) 



[01 2] 



5 3 
A 

II 2i 




vehicle HGF180 HGF600 
(n=9) (n=10) (n=8) 
I 1 



B 



300 



-=.200 

. E 



100- 




vehicle HGF.180 HGF600 
(n=9) (n=10) {n=8) 



>/g/kg/day f^glkalday 
Mean±SD, *: P<0.05, **: P<0.01 by nonparametric test 
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m^^mi s^mnmmmmm^ (hgf) ^mMm^ni^x^mv. mmm 
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1 



ailE#¥ 10-3102091 



